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EXAMINER'S AMENDMENT 
An examiner's anient to the xecoxd appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be Hied as provided by 37 CTR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 

payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 

xxx on xxx. 

The application has been amended as follows: 

In the specification: 

at page 38, line 13, after "(Ke-sil et al. 1991)", the following was added: 

Can* chopped Q. saponaria bade (.pproxhnately V - «*— *» H °" S ° £ 
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I ,„ - - K. „. dialw montane TTte hentol^ framion lyophUized 

, - ■ ■ - - of 700 ... K /tnl in 40 ,nM acetic dl in 
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Jnrf ^^ B r62/32/6. v/v/W 1 P of this fraction w^HcdJoSili^^ 
r* M Gibbst c- mt- 40 to 6. am particle size, 2.5 cm I.D. ,x20_cm hei P ht ) and ehned 

^i,,,,. ir ^ ^ to solnbtlire the saponins. Th^l^n_of^o^wM 

monitored by carbohydrate assay. Fractions containing he saponins of interest were identified by 
phase TLC whW visualization ^ Rial's recent rSipma ST. Louis, M» poo led 
w.,^„v ™d rota ^ ^ H^ css . The frnrtion, from the silica chromatog raph y were then 
■^■nlvd in 40 ™™ ^etic acid in 50% methan ol and loaded on a semipre paxatjyeJgLC 
„„ llT , m fWdac C 4 , r-H^ — 3° 00 ™" T><>^ size, 10 nn, T D V cm len plhV Saponin 
peaks detectd by absorbance at 214 nm were eluted by using a methanol gradient at a flow rate of 
, m ^ individ^" T ^r r* to dryness. Purity of saponins ^ sj^s^^^c % 

hpt c rvvdac c< « r r-^ ™ "™ *™< 4 6 TD y 75 cm ' CP « tt ° whh * 

^H^tofO.lQ/cTF A ^-tonitrile. QS- 71 is defined as the nd r^nt active reverse phase HPLC ;. 
fraction 21 from Q. Saponaria bark extract. 

In the claims: 

Claims 139 and 145 were canceled. 

Claim 138. A composition which comprises: 

a) a conjugate of (i) » panplioside derivative [an 
oligosaccharide portion of a gangliosidc comprising an altered ccramidc moiety including an 
altered sphingosine base], ^ the ganslioside derivative is a gan P lioside cleaved With 
^ ^ wherei, - ---y^ ™™ is introduced at thg^ position of the sphin gosine portion 
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ofth^gliosidc, and (ii) Keyhole Limpet Hcmocyanin[an immunogenic protein-based 
c^er,],^^^ 

nitrogen of the e-aminolysyl group of Keyhole Limpet Heniocyanin; 

t0 QS-2i r, a saponin derivable from the bark of a Qiiillaja 

saponaria Molina tree]; and 

c) a pharmaceutical^ acceptable carrier, 

wherein Ihe amount oflhe conjugated [oligosaccharide 

portion of the.ganglioside derivative, is an amount between aW 1 ug and about 200 Mf the 
amount of .he saponin] QS^l is an amount between about 10 ug and about 200 ,g, and [when . 
the ganglioside is GM2 the GM2:Keyhole Limpet Hemocyanin] the ganglioside:Keyhole Lxmpet 
Hemocyaninmolarratioisfrom200:lto 1400:1, the relative amounts of such conjugate and 
[such saponin] QS-21 being effective to stimulate or enhance production in a subject of an 
antibody to the ganglioside, 

[wherein in the conjugate the oligosaccharide portion of the 

ganglioside derivative is covalently bound to the Keyhole Limpet Hemocyanin through a CM 
carbon of the altered sphingosine base of the altered ceramide portion of the ganglioside 
derivative and to an e-aminolysyl group of Keyhole Limpet Hemocyanin, wherein the CM 
carbon is present in a CII 2 group]. 

Claim 146. The composition of 138 wherein the amount of the [saponin] 

QS-21 is about 200 u-g- 
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Claiml48 The composition of claim 138 which comprises: 

a) rrmjiCTitr irf f ; ) r^p*™** derivative fan 
oligosaccharide portion of a ganglioside comprising an altered ceramide moiety including an 
altered sphingosine base|, wherein the ganglioside derivative is a ganglioside cleaved with. 

m ..dehvde gron, i - introduced t the C4 position of the sphinxine portion 
ofthesanslioside , and (ii) Keyhole Limpet Hemocyanin[an immunogenic protein-based 
„ , 1 ^ rm ^ ? -- ? ^ 

Hemocyanin by a stable amine bond between the CM carbon of the sphingosine base and the 
of the e - ? ™™lvsvl group of Keyhole Limpet Hemocyanin ; 

b) OS-2U , a saponin derivable from the bark of a QuiUaja • 

saponaria Molina tree]; and 

c) a pharmaceutically acceptable carrier, 

wherein the amount of the conjugated [oligosaccharide 
portion of the] g anglioside derivative is an amount between about 1 ng and about 200 u.g, the 
amount of [the saponin] QS^l is about 100 ^g, and [when the ganglioside is GM2 the 
GM2:Keyhole Limpet Hemocyanin] the ganglioside:Keyhole Limpet Hemocyanin molar ratio is 
from 200:1 to 1400: 1, the relative amounts of such conjugate and [such saponin] 08,21 being 
effective to stimulate or enhance production in a subject of an antibody to the ganglioside, 

[wherein in the conjugate the oligosaccharide portion of the 
ganglioside derivative is covalcntly bound to the Keyhole Limpet Hemocyanin through a CM 
carbon of the altered sphingosine base of the altered ceramide portion of the ganglioside^ 
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derivative and to an R-aminolysyl group of Keyhole Limpet Hemocyanin, wherein the C-4 
carbon is present in a CH 2 group and]. 

Claim 150. A method of stimulating or enhancing production of 

antibodies to a ganglioside in a subject which comprises administering to the subject an effective 
amount of a composition which comprises: 

n) ii rnnjupitr nf fi> « p^plinside derivative fan 
oligosaccharide portion of a ganglioside comprising an altered eeramide moiety including an 
altered sphingosine base|, r hrr^ ^h^H. derivative is ranrlioside cleaved with 
__^ jzl ^~^ - .M^e ~oun is introduced at the C4 portion of the sphingosine portion 
ofth^gHosi^, and (ii) Keyhole Limpet Hemocyanin[an immunogenic protein-based 
rmi -y ^ o^.ioside deri v ative is covalently b ound to the Ke yhole Limpet 

Hemocyanin by a stable amine bond between the C-4 carbon of the sphingosine base and the 
^ Fr n of the e-emi^lvsvl gro^r, of Keyhole L impet Ilemocvanin ; 

K> QS-21 f , a saponin derivable from the bark of a Quillaja 

saponaria Molina tree] ; and 

c) a pharmaceutically acceptable carrier, 
wherein the amount of the conjugated [oligosaccharide 
portion of the]ganglioside derivative is an amount between about 1 « and about 200 ^ the 
amount of [the saponin] is an amount between about ! 0 ^ and about 200 ^g, and [when 

the ganglioside is GM2 the GM2 :Keyhole Limpet Hemocyanin] the g anglioside:Keyhole Limpet 
Hemocyanin molar ratio is from 200:1 to 1400:1, the relative amounts of such conjugate and 
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[such saponin] QS^l being effective to stimulate or enhance production in a subject of an 
antibody to the ganglioside, 

[wherein in Ihe conjugate the oligosaccharide portion of the 
ganglioside derivative is covalently bound to the Keyhole Limpet Hemocyanin through a C-4 
carbon of the altered sphingosine base of the altered ceramide portion of the ganglioside 
derivative and to an e-aminolysyl group of Keyhole Limpet Hemocyanin, wherein the 
carbon is present in a CH 2 group, and] so as to thereby stimulate or enhance production in the 
subject of the antibody to the ganglioside. 

Olaim 151. A method of treating a human subject having cancer which ^ 

comprises administering to the subject an effective amount of a composition which comprises: 

a) a conju gate of (i) a panglioside derivative [an 
oligosaccharide portion of a ganglioside comprising an altered cemmide moiety including an 
altered sphingosine base], wherein the gangli osi de d erivati ve is a g an glioside cleaved with 
n ^ ^ wherein ™ ^ ^oun is i ntrodu ce d at t he C4 position of the sphingosine portion 
of the ganglioside, and (ii) Keyhole Limpet Hemocyanin[an immunogenic protein-based 
— , wh CTein the oanolios iH. derivative is covalently bound to the Keyhole Limpet 
Hm n ^,nin lw a stable amin p ^ between the C-4 carbon of the sp hin posine base and the 
nitrogen of the r-aminolvsvl proim of Keyhole Limpet Hemocyanin; 

b) QS-2U , a saponin derivable from the bark of a Quillaja 

saponaria Molina tree]; and 

c) a phannaceulically acceptable carrier; 
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wherein the amount of the conjugated [oligosaccharide 
portion of the]ganglioside derivative is an amount between about 1 \ig and about 200 \lg, the 
amount of [the saponin] QS-21 is an amount between about 10 ^ig and about 200 ng, and [when 
the ganglioside is GM2 the GM2:Keyhole Limpet Hemocyanin] the ganglioside:Keyhole Limpet 
Ilemocyanin molar ratio is from 200: 1 to 1400: 1, the relative amounts of such conjugate and 
[such saponin] QS-21 being effective to stimulate or enhance production in a subject of an 
antibody to the ganglioside, 

[wherein in Ihe conjugate the oligosaccharide portion of the 
ganglioside derivative is covalently bound to the Keyhole Limpet Hemocyanin through a C-4 
carbon of the altered sphingosine base of the altered ceramide portion of the ganglioside 
derivative and to an e-aminolysyl group of Keyhole Limpet Hemocyanin, wherein the C-4 
carbon is present in a CH 2 group, and] so as to thereby stimulate or enhance production in the 
subject of the antibody to the ganglioside. 



Claim 1 61 . The method of claim 1 60, wherein the conjugate and the [saponin] Qfi^21 
are mixed on the day of administration to the subject 



